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CLAIMS 

1 . A pharmaceutical composition comprising a phafffiaceutically 
acceptable carrier and a compound of the formula X^^n-Asn-Ala-Thr- 
Phe-Tyr-Phe-Lys-X 2 wherein 

X, is from zero to twelve amino a<5ids, and 
X 2 is from zero to twelve amii>o acids, 




and wherein said compound optionallycomprises an amino-terminal and/or 
carboxy-terminal protecting groupy 



The composition of claim 1 Wherein 



The com 




X 1 is from zero to six %fn\r\o acids, and 
X 2 is from zero to §iX amino acids. 



of claim 1 
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X, is 

(i) zero amino acidsf or 

(ii) the segment Thf-Leu-Thr-His-Thr-lle-Thr-Lys-Leu- 
Asn-Ala-Glu, or N-terrriinal truncation fragment thereof 
containing at least one amino acid, and 



X 2 is 



(i) zero arryno acids, or 

(ii) the sedment lle-Asp-Asn-Val-Lys-Lys-Ala-Arg-Val- 
Gln-Val-Val, yr C-terminal truncation fragment thereof 
containing at/east one amino acid. 



4. 



The composition of claim 1 wherein the compound has 



06056-0260 US 



250599/DAM 



-26- 



substantial amino acid sequence homology to the amino acid sequence 
Thr-Leu-Thr-His-Thr-lle-Thr-Lys-Leu-Asn-Ala-Glu-Asn-Asn-^da-Thr-Phe- 
Tyr-Phe-Lys-lle-Asp-Asn-Val-Lys-Lys-Ala-Arg-Val-Gln-VaVVal. 

5. The composition of claim 1 wherein ttre compound has the 
amino acid sequence Asn-Asn-Ala-Thr-Phe-Tyr-phe-Lys. 

6. The composition of claim 1 wKerein the compound has the 
amino acid sequence Thr-lle-Thr-Lys-L^f-Asn-Ala-Glu-Asn-Asn-Ala-Thr- 
Phe-Tyr-Phe-Lys. 

7. The composition of jflaim 1 wherein the compound has the 
10 amino acid sequence Asn-Asn-Afla-Thr-Phe-Tyr-Phe-Lys-lle-Asp-Asn-Val- 

Lys-Lys-Ala-Arg. 
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8. A pharmaceutical composition comprising a pharmaceutical^ 
acceptable carrier and ^compound of the formula X 3 -Cys-Val-Gly-Cys-X 4 
wherein 

X 3 is/fom zero to twelve amino acids, and 
X 4 l£ from zero to twelve amino acids, 
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wherein a disulfide bond between the cysteine residues of the segment 
Cys-Val-Gly-Cys is optionally present, and wherein said compound 
optiona^y comprises an amino-terminal and/or carboxy-terminal protecting 
group/ 



9. The composition of daim 8 wherein 

X 3 is from zeratp six amino acids, and 
X 4 is from ze^oltoysix amino acids. 



10. 



The composite 



of claim 8 wherein 
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X 3 is 

(i) zero amino acids, or 

(ii) the segment Gly-Lys-Asp-9ne-Val-Gln-Pro-Pro- 
Thr-Lys-lle, or N-terminal truncajtf&n fragment thereof 
containing at least one amino acya, and 
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X 4 is 

(i) zercyamino acids, pv 

(ii) thesOTment ProArg-Asp-lle-Pro-Thr-Asn-Ser-Pro- 
Glu-Leu-Glu, or C-terminal truncation fragment thereof 
containing at least onef amino acid. 



11. The composition i5f claim 8 wherein the compound has 
substantial amino acid sequenfce homology to the amino acid sequence 
Pro-Gln-Lys-Asp-Phe-Val-Gjn-Pro-Pro-Thr-Lys-lle-Cys-Val-Gly-Cys-Pro- 

15 Arg-Asp-lle-Pro-Thr-Asn-s/r-Pro-Glu-Leu-Glu 

12. The composition off claim 8 wherein the compound has the 
cimino acid sequence Cys-VaK3ly-Cys. 




13. The composntion of claim 8 wherein the compound has the 
amino acid sequence Th/Lys-lle-Cys-Val-Gly-Cys-Pro-Arg-Asp-lle-Pro-Thr- 
20 Asn-Ser-Pro. 



14. The/composition of any of claims 8-13 wherein a disulfide 
bond between the cysteine residues of the segment Cys-Val-Gly-Cys of 
said com poured is present. 



15./ A pharmaceutical composition comprising a pharmaceutical^ 
25 acceptable carrier and a compound of the formula X 5 -Leu-Asp-X 7 -Asn-Ala- 
Glu-VaLTTyr-Xe wherein 
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X 5 is from zero to twelve arfiino acids, 
Xq is from zero to twelye amino acids, and 
X 7 is Ala or Cys, 

and wherein said compound ojaf ionally comprises an amino-terminal and/or 
carboxy-terminal protecting group. 



16. The composition of claim 15 wherein 



X 5 is fi 




to to six amino acids, and 
Xe is from Vero to six amino acids. 

17. The composition of claim 15 vyfierein 
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X 5 is 

(i) zero amino acids, or 

(ii) the segment T|nr-Glu-Ser-Cys-Glu-Thr-Lys-Lys-Leu- 
Gly-Gln-Ser, or N-terminal truncation fragment thereof 
containing at least 9/ne amino acid, and 

Xg is 

(i) zero amino acids, or 

(ii) the Segment Val-Val-Pro-Trp-Glu-Lys-Lys-lle-Tyr- 
Pro-Thr-Val,/ or C-terminal truncation fragment thereof 
containing at least one amino acid. 
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18. The composition of claim 15 wherein the compound has 
substantial amino acid sequence homology to the amino ackKsequence 
Thr-Glu-Ser-Cys-Glu-Thr-Lys-Lys-Leu-Gly-Gln-Ser-Leu-As^Ala-Asn-Ala- 
Glu-Val-Tyr-Val-Val-Pro-Trp-Glu-Lys-Lys-lle-Tyr-Pro-Tlv^Val. 
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1 9. The composition of claim 1 5 whereurthe compound has the 
amino acid sequence Leu-Asp-Ala-Asn-Ala-G|tJ-Val-Tyr. 

20. The composition of claim 1» wherein the compound has the 
amino acid sequence Glu-Thr-Lys-LysTLeu-Gly-Gln-Ser-Leu-Asp-Ala-Asn- 
Ala-Glu-Val-Tyr. 

21 . The composition of claim 1 5 wherein the compound has the 
amino acid sequence Leu-A^p-Ala-Asn-Ala-Glu-Val-Tyr-Val-Val-Pro-Trp- 
Glu-Lys-Lys-lle. 
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22. / A pharmaceutical compo^ion comocnsing a pharmaceutical^ 
acceptable^ carrier and a peptide^rajmen^f high molecular weight 
kininogeoLdomain 3, or analog <^uchra^eptide fragment wherein one or 
more/cysteine residues in the jfagmeffiffi are replaced by alanine residues, 
whickaeptide fragment or ansflog^nhibits endothelia^pell proliferation and 
optionally comprises an aminq^rminal a n d^Qfrcaf boxy-te rm i n a I protecting 
grouf 

23. The composition according to claim 22 wherein the peptide 
fragment or analog has th^amino acid sequence Tyr-Phe-lle-Asp-Phe-Val- 
Ala-Arg-Glu-Thr-Thr-Cy^Ser-Lys-Glu-SerorTyr-Phe-lle-Asp-Phe-Val-Ala- 
Arg-Glu-Thr-Thr-Ala-Ser-Lys-Glu-Ser. 



25 24. A method of inhibiting a^giogenesis comprising administering 

to a mammal an effective amouajrof a composition according to claim 1 . 
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25. A method of inhibiting endothelial cell proliferation comprising 
administering to a n^ammal an effective amount of a composition according 
to claim 1 . 




26. A method ot inducing endothelial cell apoptosis comprising 
administering to a manWa(-aTfeffective amount of a compound according 
to claim 1 . 

27. A method of inhibiting endothelial cell proliferation comprising 
contacting endothelial cells with a compound of the formula X r Asn-Asn- 
Ala-Thr-Phe-Tyr-Phe-Lys-X 2 wherenn 
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X A is from zero tor twelve amino acids, and 
X 2 is from zero/o twelve amino acids, 



and wherein said compound optionally comprises an amino-terminal and/or 
carboxy-terminal protecting group. 

28. The friethod of claim 27 wherein 
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X 1 is/from zero to six amino acids, and 
X 9 is froakzefo to six amino acids. 
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29. The method of claim 27 wherein 



X 1 is 



(i) zero amino acids, or 

(ii) the segmepft Thr-Leu-Thr-His-Thr-lle-Thr-Lys-Leu- 
Asn-Ala-Glu, or yN-terminal truncation fragment thereof 
containing at le/st one amino acid, and 
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X 2 is 

(i) zero amino acids, or 

(ii) the segment lle-Asp-Asn-Val-Lys-Lys-A|6-Arg-Val- 
Gln-Val-Val, or C-terminal truncation fragrpfent thereof 
containing at least one amino acid. 

30. The method of claim 27 wherein the Compound has the 
amino acid sequence Thr-lle-Thr-Lys-Leu-Asn-Ala-JGlu-Asn-Asn-Ala-Thr- 
Phe-Tyr-Phe-Lys. 



31. The method of claim 27 whec6in the compound has the 
10 amino acid sequence Asn-Asn-Ala-Thr-Ph^n"yr-Phe-Lys-lle-Asp-Asn-Val- 

Lys-Lys-Ala-Arg. 

32. A method of inhibiting endothelial cell proliferation comprising 
contacting endothelial cells with a compound of the formula X 3 -Cys-Val- 
Gly-Cys-X 4 wherein 

15 X 3 is from zero toyfwelve amino acids, and 

X 4 is from zero to twelve amino acids, 
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wherein a disulfide bond Between the cysteine residues of the segment 
Cys-Val-Gly-Cys is optionally present, and wherein said compound 
optionally comprises an/amino-terminal and/or carboxy-terminal protecting 
group. 
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33. The method of claim 32 wherein 




X, is from z< 
X 2 is from 



ino acids, and 
amino acids. 



34. The method of claim 32 wherein 
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X 3 is 

(i) zero amino acids, or 

(ii) the segment Gly-Ly§-Asp-Phe-Val-Gln-Pro-Pro- 
Thr-Lys-lle, or N-terminal /truncation fragment thereof 
containing at least one amj/io acid, and 

X 4 is 

(i) zero amino adds, or 

(ii) the segment Pro-Arg-Asp-lle-Pro-Thr-Asn-Ser-Pro- 
Glu-Leu-Glu, or C-terminal truncation fragment thereof 
containing at least one amino acid. 



35. The method of fclaim 32 wherein the compound has the 
amino acid sequence Cys-Vafl-Gly-Cys. 

36. The method i>f claim 32 wherein the compound has the 
amino acid sequence Thr-Lys-lle-Cys-Val-Gly-Cys-Pro-Arg-Asp-lle-Pro-Thr- 

20 Asn-Ser-Pro. 

37. The methfod of any of claims 32-36 wherein a disulfide bond 
between the cysteiner residues of the segment Cys-Val-Gly-Cys of said 
compound is preseru. 



38. A method of inhibiting endothelial cell proliferation comprising 
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contacting endothelial cells with a compyzmnd of the formula X 5 -Leu-Asp- 
Xy-Asn-Ala-Glu-Val-Tyr-Xe wherein 

X 5 is from zero to twelve amino acids, 
Xq is from zero tp twelve amino acids, and 
X 7 is Ala or 

and wherein said compoi/nd optionally comprises an amino-terminal and/or 
carboxy-terminal protecting group. 

39. ThV method of claim 38 wherein 

zero to six amino acids, and 
Xe is/from zero to six amino acids. 
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40. The 



XJs 




of claim 38 wherein 



(i) zero amino acids, or 

(ii) the segment Thr/Glu-Ser-Cys-Glu-Thr-Lys-Lys- 
Leu-Gly-Gln-Ser, or N-tenrfinal truncation fragment thereof 
containing at least one ^rmino acid, and 

Xeis 

(i) zero amiryS acids, or 

(ii) the serpent Val-Val-Pro-Trp-Glu-Lys-Lys-lle-Tyr- 
Pro-Thr-Val, o/ C-terminal truncation fragment thereof 
containing at/east one amino acid. 



41. The method of claim 38 wherein the compound has the 
amino acid sequence Leu-Asp-Ala-Asn-Ala-Glu-Val-Tyr. 
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42. The method of claim 38 wherein the compound has the 
amino acid sequence Glu-Thr-Lys-Lys-Leu-Gly-Gln-S^K-Leu-Asp-Ala-Asn- 
Ala-Glu-Val-Tyr. 

43. The method of claim 38 wherein the compound has the 
amino acid sequence Leu-Asp-Ala-Asn-AI^GIu-Val-Tyr-Val-Val-Pro-Trp- 
Glu-Lys-Lys-lle. 



44. A method of inhibiting endothelial cell proliferation comprising 
contacting endothelials with a peptide fragment of high molecular 
weight kininogen dorr^ain 3, or analog of such a peptide fragment wherein 
10 one or more cyste(ne\esidues/in the fragment are replaced by alanine 
residues, wherein sai^bmpdund optionally comprises an amino-terminal 
and/or carboxy-terminal protecting group. 

(\^/ 45 - The method/according to claim 44 wherein the peptide has 
ahe amino acid sequence Tyr-Phe-lle-Asp-Phe-Val-Ala-Arg-Glu-Thr-Thr- 
15 Cys-Ser-Lys-Glu-Ser9tTyr-Phe-lle-Asp-Phe-Val-Ala-Arg-Glu-Thr-Thr-Ala- 
Ser-Lys-Glu-Ser. 





